Cryptococcosis is a relatively uncommon disease, due to infection with the yeast-like fungus Cryptococcus neoformans. The fungus has a world-wide distribution and is found in the soil as a saprophyte, from which it was first isolated by Emmons (1951) . The excreta of birds provide a medium for its growth and Cryptococcus neoformans has been isolated from bird droppings in many parts of the world, including those of the London pigeon (Partridge and Winner, 1965 Ampicillin and streptomycin were given to control the urinary infection and haemodialysis was performed. The blood urea level fell to 128 mg./100 ml., but rose later to 312 mg./100 ml., and he developed partial heart block with the Wenckebach phenomenon. Further haemodialysis was performed, but he died in ventricular fibrillation 12 days after admission.
Necropsy The significant findings were as follows: chronic pyelonephritis with bilateral hydro-ureter and hydro-nephrosis; left ventricular hypertrophy; terminal pancreatitis; enlargement of hilar lymph nodes which contained creamy material. The area of pulmonary collapse seen on radiographs was not identified. The brain was macroscopically normal, but the spinal cord was group.bmj.com on October 28, 2017 -Published by http://jcp.bmj.com/ Downloaded from narrowed at the level of D12 for a length of 7 mm. A careful examination of the skin of the trunk showed no signs of scarring.
Histology The kidneys showed the changes of longstanding pyelonephritis. In the narrowed segment of spinal cord the anterior horns were destroyed with gliosis and thickening of the leptomeninges. The dorsal root ganglia which were examined showed nothing of note.
An unexpected finding was the presence of a fungal infection in the hilar lymph nodes, the kidneys, and possibly the pancreas, although the last mentioned may have been artefact due to contamination of the sections during processing.
The normal architecture of the hilar nodes was destroyed and replaced by widespread necrosis and suppuration (Fig. 1) Convalescence was stormy, and at one time her white blood cell count fell to 200 per c.mm., and her platelet count to 50,000 per c.mm. She was discharged on imuran, 150 mg. daily, two months after operation.
In the next few months she received further doses of actinomycin C and the imuran was reduced to 50 mg. daily. She was also started on prednisone 45 mg. daily. Prednisone and imuran were then given continuously, although the dose of prednisone was subsequently reduced to 5 mg. daily. Hypertension was controlled with methyldopa and aldomet and she received a variety of antibiotics at various times before her death, which occurred two years and five months after her operation.
For the last 12 months her blood urea level varied between 150 and 200 mg./100 ml. and the white blood cell count remained normal. She was finally admitted in congestive heart failure with bilateral pleural effusions, complaining of chest pain and paroxysmal dyspnoea, and died soon afterwards from pulmonary oedema.
Necropsy The relevant findings were left ventricular hypertrophy and pulmonary oedema; plural effusions; ascites and oedema of the legs.
Histology Multiple granulomata containing cryptococci were found in the lungs, spleen, transplanted kidney, and the patient's own kidneys. (Fig. 6) .
In the thymus, anterior mediastinal and iliac lymph nodes, there were large suppurating granulomata similar to those in case 1. Many of the lymphatics or veins in the mediastinal tissue were filled with granulation tissue containing cryptococci (Fig. 7) . No organisms were found in the brain.
In both these cases fungal infection was unsuspected and noted only during examination of postmortem tissue sections. The identity of the organism must thus rest on its highly characteristic morphology and staining reactions. The spherical or ovoid bodies, each surrounded by a clear zone (due to shrinkage of the capsule during processing), are typical of the organism, and the intense mucicarmine staining of the acid mucopolysaccharide in the capsule is peculiar to this type of yeast-like fungus (Littman and Zimmerman, 1956 ).
DISCUSSION
Cryptococcosis has only rarely been reported in the United Kingdom. Rook and Woods (1962) The portal of entry is usually the lungs, through which dissemination may occur to other parts of the body, especially the meninges, and Cryptococcus neoformans is the commonest cause of mycotic meningitis. Infection is often primary but may complicate some underlying disease, particularly leukaemia and malignant disease of the lymphoreticular system (Zimmerman and Rappaport, 1954) .
The characteristic lesion is a non-suppurating granuloma, but a caseous appearance is sometimes produced by widespread death of cryptococci, possibly due to development of hypersensitivity (Baker and Haugen, 1955) . Extensive necrosis and suppuration such as occurred in these two cases is most uncommon.
Involvement of mediastinal glands must be unusual as it is not mentioned in the series of 12 cases of pulmonary cryptococcosis by Haugen and Baker (1954) .
In the two cases described, cryptococcal infection appears to have been no more than a contributory cause of death, and cryptococcal granulomata have been previously described in the lungs of patients dying of other diseases (Haugen and Baker, 1954) .
The common opportunistic fungi are candida, mucor and aspergillus, and infection following the administration of anti-leukaemic drugs, immunosuppressives, steroids, and antibiotics is well documented (Keye and Magee, 1956; Torack, 1957; Baker, 1965) . Cryptococcosis is less commonly drug induced (Baker, 1965; Symmers, 1964) , but some authors believe that modem therapy results in an increased susceptibility to infection (Keye and Magee, 1956; Goldstein and Rambo, 1962) . Opportunistic infection has been an important complication following renal transplantation: candidiasis, aspergillosis, and infection with Pneumocystis carinii and cytomegalic inclusion virus are described by Rifkind (1964) and cryptococcal meningitis by Murray, Gleason, and Bartholomay (1965) . Baker (1965) mentions renal disease as a factor predisposing to fungal infections and it has long been known that chronic uraemia depresses the immune mechanism of the body (Dammin, Couch, and Murray, 1957) .
In both cases described, chronic uraemia may have predisposed to infection, but it seems reasonable to suggest that in case 2 the administration of prednisone and the immunosuppressives, imuran and actinomycin C, also predisposed to cryptococcal infection or to the activation of a latent focus. If this is so, the prednisone and imuran were probably more important, since they were given continuously.
The only effective drug meantime available for treatment is amphotericin B, which may arrest the progress of the disease; but relapses are common, and the drug has important toxic effects (Rippey et al., 1965) .
Solitary pulmonary lesions have been successfully resected (Dillon and Sealy, 1962; Houk and Moser, 1965) . In such cases culture of the sputum or examination of indian ink preparations may be valuable aids to diagnosis.
